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The present invention describes an in vivo method, using pulsed electric 
field to deliver therapeutic agents into cells of the skin and muscle 
for local and systemic treatments. In particular, therapeutic agents 
include naked or formulated nucleic acid, polypeptides and 
chemotherapeutic agents. 
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AB A method for directly delivering whereby a substance is introduced into 

an intradermal space within mammalian skin which involves 
administering the substance through at least one small gauge 
hollow needle having an outlet with an exposed height 

between 0 and 1 mm. The outlet is inserted into the skin to a depth of 
between 0 . 3 mm and 2 mm such that the delivery of the substance occurs 
at a depth between 0.3 mm and 2 mm. 



L5 ANSWER 3 OF 6 
ACCESSION NUMBER: 
TITLE: 

INVENTOR ( S ) : 



PATENT ASSIGNEE (S) 



US PAT FULL 

2002 : 127015 US PAT FULL 

Localized molecular and ionic transport to and from 
tissues 

Weaver, James C, Sudbury, MA, UNITED STATES 
Anderson, R. Rox, Lexington, MA, UNITED STATES 
Herndon, Terry O., Carlisle, MA, UNITED STATES 
Gowrishankar, T. R. , Cambridge, MA, UNITED STATES 
Gift, Elizabeth A., North Reading, MA, UNITED STATES 
Gonzalez, Salvador, Boston, MA, UNITED STATES 
Massachusetts Institute of Technology, Cambridge, MA, 
UNITED STATES (U.S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO.: 



NUMBER 



KIND 



DATE 



US 2002065533 Al 20020530 

US 2001-878155 Al 20010607 (9) 



NUMBER 



DATE 



PRIORITY INFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
AB 



US 2000-209985P 20000608 (60) 
Utility 
APPLICATION 

HAMILTON, BROOK, SMITH & REYNOLDS, P.C., 530 VIRGINIA 
ROAD, P.O. BOX 9133, CONCORD, MA, 01742-9133 
114 
1 

4 Drawing Page(s) 
3120 

The present invention relates to methods and devices used for the 
formation of microconduits in a tissue. The term "microconduit" refers 
to a small opening, channel, or hole into, or through, a tissue, that 
allows transfer of materials by liquid flow, and by electrophoresis, the 
microconduit being formed upon impact of a plurality of accelerated 
microparticles with the surface of the tissue. A method is 
described for forming at least one microconduit in tissue including the 
steps of: accelerating a plurality of microparticles to a 
velocity that causes the microparticles to penetrate a region 
of tissue surface upon impingement of the microparticles on 
the tissue surface; and directing the microparticle towards 
the region of tissue surface, thereby causing the microparticles 
to penetrate the tissue and form a microconduit in the tissue. According 
to an embodiment, microparticles are accelerated by being hit 
with a moving, solid surface. In another embodiment, 
microparticles are accelerated by a flowing gas or liquid. Also 
described are methods and devices for using microconduits to deliver 
therapeutic molecules and ions into tissue, or for extraction of 
chemical analytes out of tissue. Also described is a method of nail 
piercing to accommodate jewelry. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB It has now been demonstrated that syndecan binds to and interacts with 

MC4-R, and thereby modulates neuropeptide regulation of body weight, via 
the agouti/MC4-R signaling pathway. Transgenic animals were made 
initially using a construct including a cytomegalovirus promoter and the 
3' untranslated region, including the polyadenylation site, of the 
bovine growth hormone gene, as well as cDNA encoding syndecan-1. The 
mice express the syndecan-1 transgene in many tissues, with expression 
in the brain occurring preferentially in their hypothalamus. These mice 
are characterized by elevated levels of circulating syndecan-1 
ectodomain and exhibit enormous weight gain after reaching sexual 
maturity, but have a relatively normal distribution of fat, are 
completely healthy and heterozygotes reproduce, and show other 
indicators associated with obesity in humans. Agouti mice which are 
transgenic for syndecan-1 ectodomain demonstrate that syndecan-1 and 
agouti interact, potentiating obesity. The double heterozygote shows 
both an earlier onset, and greater extent, of obesity than either normal 
agouti or the original transgenic syndecan-1 mice. 

Based on these studies and animal models, one can design and test 
compounds regulating obesity. These mice are also useful in 
understanding the factors involved in weight regulation and in designing 
and screening for drugs which are involved in weight regulation and that 
can either enhance or reduce appetite and activity. 
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AB Direct gene transfer of genetic material into an external or internal 

target cell site ( "microseeding" ) , in optional combination with a wound 
treatment chamber, are particularly effective as a means of obtaining 
long term expression of native or non-native polypeptides in a host. A 
wide variety of proteins and materials can be expressed, either for 
secretion into the general blood and lymphatic system, or to alter the 
properties of the protein, for example, to not express proteins 
eliciting an immune response. The use of the optional wound chamber 
system for gene transfer to skin target sites also allows non-invasive 
assessment of the success of transfer by assaying for the presence of 
the expressed protein in wound fluid, in contrast to the prior art use 
of invasive techniques, such as biopsies, in order to achieve the same 
assessment of early expression. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Direct gene transfer of genetic material into an external or internal 

target cell site ( "microseeding" ) , in optional combination with a wound 
treatment chamber, are particularly effective as a way of obtaining long 
term expression of native or non-native polypeptides in a host. A wide 
variety of proteins and materials can be expressed, either for secretion 
into the general blood and lymphatic system, or to alter the properties 
of the protein, for example, to not express proteins eliciting an immune 
response. The use of the optional wound chamber system for gene transfer 
to skin target sites also allows non-invasive assessment of the success 
of transfer by assaying for the presence of the expressed protein in 
wound fluid, in contrast to the prior art use of invasive techniques, 
such as biopsies, in order to achieve the same assessment of early 
expression. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Isolated CHF, isolated DNA encoding CHF, and recombinant or synthetic 

methods of preparing CHF are disclosed. These CHF molecules are shown to 
influence hypertrophic activity and neurological activity. Accordingly, 
these compounds or their antagonists may be used for treatment of heart 
failure, arrhythmic disorders, inotropic disorders, and neurological 
disorders . 
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AB The present invention relates to a novel assay for lymphocyte 

chemotaxis. The assay is transendothelial assay using endothelial cells 
cultured on microporous filters. Lymphocyte transmigration through the 
filter toward a suspected chemoattractant is measured. Apparatuses for 
carrying out the assay are also provided. The apparatuses and methods of 
the present invention can be used for the identification of inhibitors 

(e.g., antagonists) or promoters ( chemoattractants ) of the adhesion 
receptor-mediated migration of leukocytes through the endothelium 

(extravasation) . Such inhibitors and promoters respectively inhibit and 
promote the inflammatory response, and thus have therapeutic utilities. 
The inhibitors and promoters are identified by detecting their abilities 
to respectively inhibit or promote the chemotaxis of lymphocytes in the 
assay of the invention. The assay of the invention also has diagnostic 
utilities for detecting a disease or disorder involving a defect in 
lymphocyte chemotaxis. In a specific embodiment, the invention provides 
a novel lymphocyte chemoattractant, termed LCA, of molecular weight of 
about 14, 500 . +- . 3, 000 daltons. Derivatives and analogs of LCA, and 
antibodies and antibody fragments thereto are also provided. The 
invention also relates to therapeutic uses and compositions related to 
the foregoing. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB In accordance with the present invention, there are provided 

compositions useful for the in vivo delivery of a biologic, wherein the 
biologic is associated with a polymeric shell formulated from a 
biocompatible material. The biologic can be associated with the 
polymeric shell itself, and/or the biologic, optionally 

suspended/dispersed in a biocompatible dispersing agent, can be encased 
by the polymeric shell. In another aspect, the biologic associated with 
polymeric shell is administered to a subject, optionally dispersed in a 
suitable biocompatible liquid. 
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AB A peptide containing the tripeptide recognition sequences RGD or KGD in 

a cycle and an exocyclic group bearing a positive charge is provided. 
The compound is provided in therapeutic form for administration to a 
mammal and exhibits high specificity and potency as a platelet 
aggregation inhibitor without undesireable side effects. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions and methods are disclosed which utilize the broad spectrum 

antiviral activity of PALA. This compound and its pharmaceutically 
acceptable analogs possess potent activity while displaying minimal 
toxicity and, therefore, are characterized by a relatively high 
therapeutic index. Compositions optionally containing other therapeutic 
agents, such as other antiviral agents, are also disclosed and are found 
to possess synergistic and/or additive antiviral activity. 
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(CR1) gene and its 



encoded protein. The invention also relates to CR1 nucleic acid 
sequences and fragments thereof comprising 70 nucleotides and their 
encoded peptides or proteins comprising 24 amino acids. The invention 
further provides for the expression of the CR1 protein and fragments 
thereof. The genes and proteins of the invention have uses in diagnosis 
and therapy of disorders involving complement activity, and various 
immune system or inflammatory disorders. In specific embodiments of the 
present invention detailed in the examples sections infra, the cloning, 
nucleotide sequence, and deduced amino acid sequence of a full-length 
CR1 cDNA and fragments thereof are described. The expression of the CR1 
protein and fragments thereof is also described. Also described is the 
expression of a secreted CR1 molecule lacking a transmembrane region. 
The secreted CR1 molecule is shown to be useful in reducing damage 
caused by inflammation and in reducing myocardial infarct size and 
preventing reperfusion injury. 
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AB A novel polypeptide [Ala IL-8].sub.77 is 

modulator of neutrophil functions. The p 
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for clinical indications in which damage 
other tissues occurs. The amino acid and 
factor and methods for its purification, 
pharmaceutical use are provided. 
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AB Provided are monoclonal antibodies, fragments, and derivatives thereof 

reactive with an epitope of the T cell receptor alpha chain variable 
region, V. alpha . 12 . 1 , on human T lymphocytes. The monoclonal antibodies 
are reactive with approximately 2% of CD4.sup.+ T lymphocytes and with 
approximately 5% of CD8.sup.+ T lymphocytes in peripheral blood cells in 
normal individuals and define a subset of individuals afflicted with an 
autoimmune disease, especially rheumatoid arthritis, that exhibit 
increased expression of the V. alpha. 12.1 gene on CD8.sup.+ peripheral 
blood T lymphocytes when compared to normal individuals. Also provided 
are methods for diagnosing, treating, and monitoring the progression of 



rheumatoid arthritis in a subject using V. alpha . 12 . 1-specific reagents, 
including antibodies and nucleic acid probes. Higher levels of assurance 
in the diagnosis of RA can be made by establishing that the expansion of 
V. alpha. 12.1 gene usage is clonal or oligoclonal and that the 
V. alpha. 12.1 expansion correlates with the occurrence of the MHC allele, 
HLA-DQw2 . 
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Dithiocarboxylates, and in particular, dithiocarbamates , block the 
induced expression of the endothelial cell surface adhesion molecule 
VCAM-1, and are therefor useful in the treatment of cardiovascular 
disease, including atherosclerosis, post-angioplasty restenosis, 
coronary artery diseases, and angina, as well as noncardiovascular 
inflammatory diseases that are mediated by VCAM-1. 
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AB A novel polypeptide with binding affinity for the pl85 

receptor, designated heregulin- . alpha . , has been ident 
from cultured human cells. DNA sequences encoding addi 
polypeptides, designated heregulin- . alpha . , heregulin- 
heregulin-. beta. 2, heregulin- .beta . 2-like, and heregul 
been isolated, sequenced and expressed. Provided herei 
sequences encoding the amino acid sequences of heregul 
production of heregulins by recombinant means. Further 
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diagnostic methods. 
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AB Novel compounds which are 2 , 6-methano-2H-l-benzoxocincarboxamides having 

5-HT.sub.3 -antagonist properties including unique CNS, antiemetic and 
gastric prokinetic activities and which are void of any significant 
D.sub.2 receptor binding affinity, therapeutic compositions and methods 
of treatment of disorders which result from 5-HT.sub.3 activity using 
said compounds. Processes for their preparation and the preparation of 
their intermediates are also disclosed. 
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AB An isolated TGF-.beta. supergene family (TSF) receptor polypeptide is 

provided. This polypeptide preferably is an inhibin/activin receptor 
polypeptide and has at least 75% sequence identity with the mature . human 
inhibin/activin receptor sequence. Also provided is a method for 
purifying TGF-.beta. supergene family members such as inhibin or activin 
using the polypeptide, and a method for screening for compounds with 
TGF-.beta. supergene family member activity by contacting the compound 
with the polypeptide and detecting if binding has occurred and the 
compound is active. 
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AB The present invention relates to compositions comprising soluble 

complement receptor 1 (CR1) and a thrombolytic agent. In a specific 
embodiment, the thrombolytic agent is anisoylated human 
plasminogen-streptokinase activator complex (ASPAC) . The invention 
further relates to methods for treating thrombotic conditions in humans 
and animals by administering a composition comprising soluble CR1 and a 
thrombolytic agent. In particular, the compositions and methods are 
useful both for reducing reperfusion injury and ameliorating the other 
effects of myocardial infarction. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L8 ANSWER 614 OF 683 
ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) 



PATENT ASSIGNEE (S) 



US PAT FULL 

93:48399 US PAT FULL 

DNA sequences encoding bVEGF120 and hVEGF121 and 
methods for the production of bovine and human vascular 
endothelial cell growth factors, bVEGF . sub . 120 and 
hVEGF. sub . 121 

Tischer, Edmund G., Palo Alto, CA, United States 
Abraham, Judith A., Sunnyvale, CA, United States 
Fiddes, John C, Palo Alto, CA, United States 
Mitchell, Richard L., Sunnyvale, CA, United States 
Scios Nova Inc., Mountain View, CA, United States (U 
corporation) 



S. 



NUMBER 



KIND 



DATE 



US 5219739 19930615 
US 1990-559041 19900727 (7) 

Continuation-in-part of Ser. No. US 1989-450883, filed 
on 14 Dec 1989 which is a continuation-in-part of Ser. 
No. US 1989-387545, filed on 27 Jul 1989, now abandoned 
Utility 
Granted 

Hill, Jr., Robert J. 
Allen, Marianne Porta 
Shearer, Peter R. 
8 

1,2 

14 Drawing Figure (s); 14 Drawing Page(s) 
2551 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Isolated DNA sequences, expression vectors and transformant cells are 

provided which allow for the large scale production of vascular 
endothelial cell growth factor. The vascular endothelial cell growth 
factor is useful in the treatment of wounds in which neovascularization 
or reendothelialization is required for healing. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB Collagen implants that are useful as wound healing matrices are 

characterized by being formed of collagen fibrils that are not 
chemically cross-linked, and having a bulk density of 0.01 to 0.3 
g/cm.sup.3 and a pore population in which at least about 80% of the 
pores have an average pore size of 35 to 250 microns. The implants are 
capable of promoting connective tissue deposition, angiogenesis, 
reepithelialization, and fibroplasia. The wound healing matrix also 
serves as an effective sustained delivery system for bioactive agents. 
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AB 



An isolated TGF-.beta. supergene family (TSF) receptor polypeptide is 
provided. This polypeptide preferably is an inhibin/activin receptor 
polypeptide and has at least 75% sequence identity with the mature human 
inhibin/activin receptor sequence. Also provided is a method for 
purifying TGF-.beta. supergene family members such as inhibin or activin 
using the polypeptide, and a method for screening for compounds with 
TGF-.beta. supergene family member activity by contacting the compound 
with the polypeptide and detecting if binding has occurred and the 
compound is active. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method and kit are provided for determining levels in a biological 

sample of free IGF-I, IGF-II, or GH ligand that is normally associated 
in the sample with a binding protein. This method involves contacting 
the body fluid with an immobilized unlabeled capture reagent and 
incubating at 4 . degree . -10 . degree . C. for no greater than about 4 hours 
to bind the free ligand contained in the body fluid; separating the 
fluid from the immobilized capture reagent; and measuring the level of 
free ligand now bound to the capture reagent. This method is 
particularly useful to determine levels of free IGF-I in serum or 
plasma . 
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or reendothelialization is required for healing. 
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AB The invention provides a composition and method for treating benign 

prostatic hypertropy in mammals so as to cause the dissolution and 
regression of hypertrophied prostatic tissue and thereby provide relief 
from the obstructive symptoms associated with the disease. The present 
composition preferably comprises a sterile pyrogen-free solution of the 
hydrolytic enzymes collagenase and hyaluronidase, a nonionic surfactant, 
and an antibiotic; all provided, in a pharmaceutical^ acceptable, 
buffered, isotonic, aqueous carrier. The present method preferably 
comprises the direct intraprostatic injection of a safe and 
therapeutically effective dose of the composition via the transurethral 
route of administration. 
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